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LI ANSWER 1 OF 16 MEDLINE on STN 

TI Randomized, single-blind, placebo-controlled study of topical application 
of the immune response modulator resiquimod in healthy adults. 

AB Resiquimod is a Toll -like receptor 7 (TLR7) and TLR8 

agonist that is a potent inducer of alpha interferon (IFN-alpha) 
and other cytokines. The effects of multiple applications of resiquimod 
gel were assessed in a randomized, single-blind, dose-ranging, 
placebo-controlled study with 41 healthy subjects. Over a 3 -week ■ period, 
1-g doses of resiquimod or vehicle gel (3:1 randomization) were applied to 
a 50-cm2 area of the upper arm according to the following regimens: 0.25% 
applied for 8 h two times per week, 0.05% applied for 8 h two times per 
week, 0.05% applied for 8 h three times per week, and 0.01% applied for 24 
h three times per week. Skin biopsy specimens were obtained prior to the 
application of the first dose and after the completion of application of 
the last dose. Dosing with 0.01 and 0.05% resiquimod was well tolerated, 
but that with 0.25% was not; a dose-response relationship for local 
adverse effects was observed. The level of systemic exposure during 
multiple topical dosings was <1% of the applied dose. A significant 
increase in responders after completion of application of the last dose 
was observed for serum I FN and the interleukin-1 (IL-1) receptor 



antagonist (P<0.01, Fisher's exact test). Increased levels of mRNA for 
IL-6, IL-8, IFN-alpha # and Mx (an IFN-alpha-inducible protein) were seen 
in posttreatment biopsy specimens from the group receiving 0.25% 
resiquimod compared to the levels seen in specimens from the group 
receiving vehicle only (P<0.01, Wilcoxon rank sum test). A 
dose-response-related increase in CD3 -positive cells consistent with 
T-lymphocyte infiltration and a decrease in CDla-positive cells, 
consistent with emigration of Langerhans 1 cells, were observed in treated 
skin. This study suggests that resiquimod is a potent topically active 
immune response modifier that significantly enhances the cutaneous immune 
response. 
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LI ANSWER 2 OF 16 USPATFULL on STN 
TI Enhancement of immune responses 

AB The present invention provides methods for enhancing the immune 

responses induced by IRM compounds. Generally, the methods include 
administering a cytokine receptor agonist or a cytokine inducer prior to 
administering an IRM compound to a cell population. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 3 OF 16 USPATFULL on STN 

TI Sequence requirements for inhibitory oligonucleotides 

AB Novel oligonucleotides having immune inhibitory effects, and methods for 
their use, are provided. The inhibitory oligonucleotides include those 
that specifically inhibit certain Toll-like receptors, including TLR7, 
TLR8, and TLR9 . Certain of the immunoinhibitory oligonucleotides inhibit 
a combination of TLRs selected from TLR7, TLR8, and TLR9. Inhibitors of 
TLR9 are characterized by a 5 f CC dinucleotide appropriately spaced 
upstream of a G-rich oligomer. Inhibitors of TLR8 include specific 
simple dinucleotides and oligonucleotides ending at their 3' termini 
with the specific dinucleotides. TLR7 inhibitors include 
oligonucleotides having a phosphorothioate backbone. Also provided are 
combinations and conjugates involving the inhibitory oligonucleotides of 
the invention and other agents, where the other agents include TLR 
agonists and antigens. Compositions of the invention can be used to 
shape an immune response, reduce unwanted specific TLR-mediated 
immunostimulation, and to treat conditions including allergy, asthma, 
infection, and cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 4 OF 16 USPATFULL on STN 

TI Therapeutic combinations and methods including IRM compounds 

AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an anti-inflammatory 
component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an ant i- inflammatory 
component . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
LI ANSWER 5 OF 16 USPATFULL on STN 

TI Therapeutic combinations and methods including IRM compounds 

AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an ant i- inflammatory 
component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an ant i- inflammatory 
component . 
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LI ANSWER 6 OF 16 USPATFULL on STN 
TI Immunomodulatory combinations 

AB The present invention provides immunomodulatory combinations that 

includes an IRM component and a therapeutic agent, each in an amount 
that, when in combination with the other, is effective for inducing an 
immune response in a subject. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 7 OF 16 USPATFULL on STN 

TI Selective modulation of TLR gene expression 

AB The present invention provides a method of identifying a compound that 
selectively modulates expression of at least one TLR gene. Generally, 
the method includes providing an assay to detect expression of each of a 
plurality of TLR genes; performing each assay using a test compound; and 
identifying the test compound as a compound that selectively modulates 
expression of at least one TLR gene if the test compound modulates 
expression of a first TLR gene to a different extent than it modulates 
expression of at least one second TLR gene. In certain embodiments, the 
present invention provides compounds identified by a method described 
above, salts thereof, and pharmaceutical compositions including such 
compounds, pharmaceutically acceptable forms thereof, derivatives 
thereof, or pro-drugs thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 2005:68933 USPATFULL 

TITLE: Selective modulation of TLR gene expression 

INVENTOR(S): Birmachu, Woubalem M. R. , St. Anthony Village, MN, 

UNITED STATES 



PATENT ASSIGNEE (S) 



Burger, Maria J. C. , Woodbury, MN, UNITED STATES 
Gleason, Raymond M., Eagan, MN, UNITED STATES 
Hanten, John A., Cottage Grove, MN, UNITED STATES 
Jin, Jizhong, Vadnais Heights, MN, UNITED STATES 
3M Innovative Properties Company (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005059072 Al 20050317 

US 2004-944291 Al 20040917 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2003-503566P 20030917 (60) 

Utility 

APPLICATION 

3M INNOVATIVE PROPERTIES COMPANY, PO BOX 33427, 

PAUL, MN, 55133-3427 

16 

1 

4 Drawing Page(s) 
1133 



ST. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

LI ANSWER 8 OF 16 USPATFULL on STN 

TI Treatment for CD5 + B cell lymphoma 

AB The present invention provides methods for increasing expression of cell 
surface molecules of CDS. sup. + B cell lymphoma cells by contacting cells 
with immune response modifiers. The invention also provides methods for 
the treatment of CDS. sup. + B cell lymphomas, including chronic 
lymphocytic leukemia and small lymphocytic lymphoma, by administering 
immune response modifier compounds to a subject in need of such 
treatment. Suitable immune response modifier compounds include agonists 
of TLR7 and/or TLR8 . 
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ANSWER 9 OF 16 USPATFULL on STN 

Immunostimulatory combinations and treatments 



AB The present invention provides immunostimulatory combinations and 

methods. Generally, the immunostimulatory combinations include a topical 
formulation of an IRM compound and a pharmaceutical composition. 
Generally, the methods include administering (a) a topical formulation 
of an IRM compound, and (b) a pharmaceutical composition to an 
administration site of a subject. 
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LI ANSWER 10 OF 16 USPATFULL on STN 

TI Methods of treating pulmonary fibrotic disorders 

AB The present invention provides methods of treating airway remodeling, 
the methods generally involve administering an effective amount of a 
Toll -like receptor agonist to an individual suffering from airway 
remodeling. The present invention provides methods of treating pulmonary 
fibrosis, the methods generally involving administering an effective 
amount of a Toll -like receptor agonist to an individual in need thereof. 
The present invention further provides pharmaceutical compositions 
comprising a TLR agonist and a formulation suitable for delivery by 
inhalation. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 11 OF 16 USPATFULL on STN 

TI Selective modulation of TLR-mediated biological activity 

AB Methods of identifying a compound that selectively modulates at least 

one TLR-mediated cellular activity are disclosed. Generally, the methods 
include identifying a compound as a compound that selectively modulates 
at least one TLR-mediated cellular activity if the compound modulates 
one TLR-mediated cellular activity to a different extent than it 
modulates a second TLR-mediated cellular activity. Compounds so 
identified and pharmaceutical compositions including such compounds are 
also disclosed. Methods of selectively modulating immune cells and 
methods of treating certain conditions are also provided. Such methods 
include administering to cells or a subject a compound that selectively 
modulates a TLR-mediated cellular activity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 12 OF 16 USPATFULL on STN 

TI Methods and compositions related to IRM compounds and toll -like receptor 
8 

AB Methods of eliciting a TLR8-mediated cellular response are disclosed. 
Such methods include administration of either a TLR8 
agonist or a TLR8 antagonist to an IRM-responsive cell so that 
the IRM compound affects at least one TLR8-mediate cellular signaling 
pathway. In some cases, the method may provide prophylactic or 
therapeutic treatment for a condition treatable by modulating a- 
TLR8 -mediated cellular pathway. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI ANSWER 13 OF 16 USPATFULL on STN 
TI Immunostimulatory combinations 

AB The present invention provides immunostimulatory combinations. 

Generally, the immunostimulatory combinations include a TLR agonist and 
a TNF/R agonist. Certain immunostimulatory combinations also may include 
an antigen. 
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ANSWER 14 OF 16 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

Randomized, Single-Blind, Placebo-Controlled Study of Topical Application 



of the Immune Response Modulator Resiquimod in Healthy Adults. 
AB Resiquimod is a Toll-like receptor 7 (TLR7) and TLR8 

agonist that is a potent inducer of alpha interferon (IFN-a) 
and other cytokines. The effects of multiple applications of resiquimod 
gel were assessed in a randomized, single-blind, dose-ranging, 
placebo-controlled study with 41 healthy subjects. Over a 3-week period, 
1-g doses of resiquimod or vehicle gel (3:1 randomization) were applied to 
a 50-cm{2) area of the upper arm according to the following regimens: 
0.25% applied for 8 h two times per week, 0.05% applied for 8 h two times 
per week, 0.05% applied for 8 h three times per week, and 0.01% applied 
for 24 h three times per week. Skin biopsy specimens were obtained prior 
to the application of the first dose and after the completion of 
application of the last dose. Dosing with 0.01 and 0.05% resiquimod was 
well tolerated, but that with 0.25% was not; a dose-response relationship 
for local adverse effects was observed. The level of systemic exposure 
during multiple topical dosings was <1% of the applied dose. A 
significant increase in responders after completion of application of the 
last dose was observed for serum I FN and the interleukin-1 (IL-1) receptor 
antagonist (P < 0.01, Fisher's exact test). Increased levels of mRNA for 
IL-6, IL-8, IFN-a, and Mx (an IFN-a- inducible protein) were 
seen in posttreatment biopsy specimens from the group receiving 0.25% 
resiquimod compared to the levels seen in specimens, from the group 
receiving vehicle only (P < 0.01, Wilcoxon rank sum test) . A 
dose-response-related increase in CD3-positive cells consistent with 
T-lymphocyte infiltration and a decrease in CDla-positive cells, 
consistent with emigration of Langerhans 1 cells, were observed in treated 
skin. This study suggests that resiquimod is a potent topically active 
immune response modifier that significantly enhances the cutaneous immune 
response. 
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LI ANSWER 15 OF 16 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

TI Randomized, single-blind, placebo-controlled study of topical application 
of the immune response modulator resiquimod in healthy adults. 

AB Resiquimod is a Toll -like receptor 7 (TLR7) and TLR8 

agonist that is a potent inducer of alpha interferon (IFN-alpha) 
and other cytokines. The effects of multiple applications of resiquimod 
gel were assessed in a randomized, single-blind, dose-ranging, 
placebo-controlled study with 41 healthy subjects. Over a 3 -week period, 
1-g doses of resiquimod or vehicle gel (3:1 randomization) were applied to 



a 50-cm2 area of the upper arm according to the following regimens: 0.25% 
applied for 8 h two times per week, 0.05% applied for 8 h two times per 
week, 0.05% applied for 8 h three times per week, and 0.01% applied for 24 
h three times per week. Skin biopsy specimens were obtained prior to the 
application of the first dose and after the completion of application of 
the last dose. Dosing with 0.01 and 0.05% resiquimod was well tolerated, 
but that with 0.25% was not; a dose-response relationship for local 
adverse effects was observed. The level of systemic exposure during 
multiple topical dosings was <1% of the applied dose. A significant 
increase in responders after completion of application of the last dose 
was observed for serum I FN and the interleukin-1 (IL-1) receptor 
antagonist (P < 0.01, Fisher's exact test). Increased levels of mRNA for 
IL-6, IL-8, IFN-alpha, and Mx (an I FN -alpha -inducible protein) were seen 
in posttreatment biopsy specimens from the group receiving 0.25% 
resiquimod compared to the levels seen in specimens from the group 
receiving vehicle only (P < 0.01, Wilcoxon rank sum test). A 
dose-response-related increase in CD3-positive cells consistent with 
T-lymphocyte infiltration and a decrease in CDla-positive cells, 
consistent with emigration of Langerhans 1 cells, were observed in treated 
skin. This study suggests that resiquimod is a potent topically active 
immune response modifier that significantly enhances the cutaneous immune 
response . 
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LI ANSWER 16 OF 16 BIOTECHDS COPYRIGHT 2006 THE THOMSON CORP. on STN 
TI Generating an immune response in a subject against an antigen by 
topically administering a Toll-like receptor 8 (TLR8) 
agonist immune response modifier (IRM) compound and a 
pharmaceutical composition comprising the antigen; 

plasmid-mediated antigen gene transfer and expression in human cell 
for use in bacterium, virus or fungus infection nucleic acid vaccine 
and gene therapy 
AN 2005-11694 BIOTECHDS 
AB DERWENT ABSTRACT: 

NOVELTY - Generating an immune response in a subject against an antigen 
comprises topically administering a Toll -like receptor 8 (TLR8) 
agonist immune response modifier (IRM) compound to an 

administration site of the subject to potentiate an immune response to an 
antigen and administering at the administration site a pharmaceutical 
composition comprising the antigen to generate an immune response to the 
antigen. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) a method of increasing an immune response raised by a 
subject in response to administering a vaccine at a vaccination site; (2) 
a pharmaceutical combination comprising a component that comprises an 
antigen and a topical formulation that comprises TLR8 



agonist, or its pharmaceutically acceptable form; and (3) a kit 
comprising a first container that contains a pharmaceutical composition 
that includes an antigen and a second container that includes an IRM , 
compound, or its pharmaceutically acceptable form. 

BIOTECHNOLOGY - Preferred Method: Generating an immune response in a 
subject against an antigen comprises topically administering a Toll-like 
receptor 8 (TLR8) agonist immune response modifier 

{ IRM) compound to an administration site of the subject to potentiate an 
immune response to an antigen and administering at the administration 
site a pharmaceutical composition comprising the antigen to generate an 
immune response to the antigen. The IRM compound comprises a TLR7/8 
agonist. The IRM compound is a TLR8 -selective agonist. The IRM compound 
comprises an imidazoquinoline amine, tetrahydroimidazoquinoline amine, an 
imidazopyridine amine, a 1,2-bridged imidazoquinoline amine, a 6 ,7- fused 
cycloalkylimidazopyridine amine, an imidazonaphthyridine amine, a 
tetrahydroimidazonaphthyridine amine, an oxazoloquinoline amine, a 
thiazoloquinoline amine, an oxazolopyridine amine, a thiazolopyridine 
amine, an oxazolonaphthyridine amine, or a thiazolonaphthyridine amine. 
The pharmaceutical composition comprises a vaccine. The antigen comprises 
a bacterial antigen, a viral antigen, a fungal antigen or a tumor-derived 
antigen. The antigen comprises a peptide or polypeptide. The antigen is 
provided as a nucleic acid, at least a portion of which encodes the 
peptide or polypeptide. The antigen comprises a prion, a live or 
inactivated bacterium, a live or inactivated virus, or a live or 
inactivated fungus. The IRM compound is administered before the 
pharmaceutical composition is administered. The IRM compound is 
administered at least twice prior to administration of the pharmaceutical 
composition. The IRM compound is administered before at least one 
administration of the pharmaceutical composition. The immune response 
comprises a Thl immune response. The pharmaceutical composition is 
administered at least twice. Increasing an immune response raised by a 
subject in response to administering a vaccine at a vaccination site 
comprises topically administering the TLR8 agonist 
IRM compound to the subject at the vaccination site. The vaccine 
comprises a bacterial antigen, a viral antigen, a fungal antigen, or a 
tumor-derived antigen. The vaccine comprises an antigen that comprises a. 
peptide or a polypeptide. The antigen is provided as a nucleic acid, at 
least a portion of which encodes the peptide or polypeptide. The vaccine 
comprises a prion, a live or inactivated bacterium, a live or inactivated 
virus, or a live or inactivated fungus. The IRM compound is administered 
before the vaccine is administered. The IRM compound is administered at 
least twice. The IRM compound is administered at least twice prior to 
administering the vaccine. The immune response comprises a TH1 immune 
response. The vaccine is administered at least twice. The IRM compound is 
administered before at least one administration of the vaccine. Preferred 
Composition: The TLR8 agonist is a TLR7/8 agonist, or 
its pharmaceutically acceptable form. The component that comprises an 
antigen is a vaccine. 

ACTIVITY - Antibacterial; Virucide; Cytostatic; Fungicide; 
Immunostimulant . No biological data given. 

MECHANISM OF ACTION - Vaccine. 

USE - The method is useful in generating an immune response in a 
subject against bacterial, viral, fungal or tumor-derived antigen 
(claimed) . 

ADMINISTRATION - Dosage comprises lOng to 50mg per kg body weight. 
The composition is administered via topical route (claimed) . (16 pages) 
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LI 16 S (TLR8 AGONIST) 

=> e gorden, k/au 

El 1 GORDEN WAGENER/AU 

E2 1 GORDEN WILLI AM /AU 

E3 0 --> GORDEN, K/AU 

E4 1 GORDENCHUK V D/AU 

E5 4 GORDENCHUK V G/AU 

E6 1 GORDENI D A/AU 

E7 4 GORDENIN D/AU 

E8 85 GORDENIN D A/AU 

E9 1 GORDENIN D D/AU 

E10 3 GORDENIN DMITRY/AU 

Ell 29 GORDENIN DMITRY A/AU 

E12 10 GORDEN I NA T I/AU 

=> s imidazopyridine amine 

L2 58 IMIDAZOPYRIDINE AMINE 



=> a (substituted imidazoquinoline amine) 
A IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s (substituted imidazoquinoline amine) 

L3 27 (SUBSTITUTED IMIDAZOQUINOLINE AMINE) 

=> s 12 and 13 

L4 27 L2 AND L3 

=> d 14 ti abs ibib tto 
'TTO' IS NOT A VALID FORMAT 

In a multifile environment, a format can only be used if it is valid 
in at least one of the files. Refer to file specific help messages 
or the STNGUIDE file for information on formats available in 
individual files. 

REENTER DISPLAY FORMAT FOR ALL FILES (FILEDEFAULT) : end 
=> d 14 ti abs ibib tot 

L4 ANSWER 1 OF 27 USPATFULL on STN 

TI Compositions and methods for mucosal vaccination 

AB The present invention provides pharmaceutical combinations that include 
an IRM compound formulated for mucosal administration and an antigen 



formulated for mucosal administration. Additionally, the invention 
provides methods for immunizing a subject. Generally, the methods 
include administering an antigen to a mucosal surface of the subject in 
an amount effective, in combination with an IRM compound, to generate an 
immune response against the antigen; and administering an IRM compound 
to a mucosal surface of the subject in an amount effective, in 
combination with the antigen, to generate an immune response against the 
antigen. 
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L4 ANSWER 2 OF 27 USPATFULL on STN 

TI HIV immunostimulatory compositions 

AB The present invention provides an IRM-HIV composition that includes an 
IRM portion paired with an HIV antigenic portion. 
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L4 ANSWER 3 OF 27 USPATFULL on STN 

TI Method of eliciting an immune response against HIV 

AB The present invention provides methods of eliciting an immune response 
against HIV. Generally, the method includes administering to a subject 
an effective amount of an IRM-HIV composition that includes an IRM 



portion paired with an HIV antigenic portion. 
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L4 ANSWER 4 OF 27 USPATFULL on STN 
TI Treatment for lung cancer 

AB The present invention provides methods, pharmaceutical compositions, and 
pharmaceutical combinations useful for treating lung cancer. Generally, 
the compositions include a 5-LO inhibitor in an amount effective to 
inhibit 5 -lipoxygenase in an inhalable formulation. In some cases, the 
formulation may further include an IRM compound. Generally, the 
pharmaceutical combinations include a 5-LO inhibitor and an IRM- compound 
in an inhalable formulation. Generally, the methods include 
administering to the subject an inhalable formulation that comprises a 
5 -lipoxygenase inhibitor having a cLogP of at least about 4.0 in an 
amount effective for treating lung cancer. 
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L4 ANSWER 5 OF 27 USPATFULL on STN 



TI Enhancement of immune responses 

AB The present invention provides methods for enhancing the immune 

responses induced by IRM compounds. Generally, the methods include 
administering a cytokine receptor agonist or a cytokine inducer prior to 
administering an IRM compound to a cell population. 
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TI Therapeutic combinations and methods including IRM compounds 

AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an ant i- inflammatory 
component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an ant i- inflammatory 
component . 
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TI Therapeutic combinations and methods including IRM compounds 
AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an anti- inflammatory 
component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an anti -inflammatory 
component . 
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L4 ANSWER 8 OF 27 USPATFULL on STN 
TI Method of treating scarring 

AB Methods of treating scarring are disclosed. Generally, the methods 
include topically administering an IRM compound to the site of a 
surgical wound for a period of time and in an amount effective for 
preventing, reversing, or reducing the formation of a scar. Suitable IRM 
compound compounds include agonists of one or more TLRs . 
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TI Immunomodulatory combinations 

AB The present invention provides immunomodulatory combinations that 

includes an IRM component and a therapeutic agent, each in an amount 
that, when in combination with the other, is effective for inducing an 
immune response in a subject. 
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TI Neutrophil activation by immune response modifier compounds 

AB The invention provides a method of activating neutrophils. Generally, 

the method includes contacting neutrophils with a neutrophil -activating 
IRM compound and/or a TLR8 -selective agonist in an amount effective to 
activate the neutrophils. In some embodiments, the method may be used to 
treat a condition treatable by activating neutrophils. In another 
aspect, the invention provides pharmaceutical compositions that 



generally include a neutrophil -activating IRM compound and/or a 

TLR8 -selective agonist, or a pharmaceutical ly acceptable form thereof, 

in an amount effective to activate neutrophils. 
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L4 ANSWER 11 OF 27 USPATFULL on STN 

TI Infection prophylaxis using immune response modifier compounds 

AB The present invention provides methods of providing prophylaxis to a 
subject against an infectious agent. In general, the methods include 
topically administering to the respiratory tract of a subject an IRM 
compound in an amount effective to reduce infection by the agent. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Selective modulation of TLR gene expression 

AB The present invention provides a method of identifying a compound that 
selectively modulates expression of at least one TLR gene. Generally, 
the method includes providing an assay to detect expression of each of a 
plurality of TLR genes; performing each assay using a test compound; and 
identifying the test compound as a compound that selectively modulates 
expression of at least one TLR gene if the test compound modulates 
expression of a first TLR gene to a different extent than it modulates 
expression of at least one second TLR gene. In certain embodiments, the 
present invention provides compounds identified by a method described 
above, salts thereof, and pharmaceutical compositions including' such 
compounds, pharmaceutical^ acceptable forms thereof, derivatives 
thereof, or pro-drugs thereof. 
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TI Treatment for CD5+ B cell lymphoma 

AB The present invention provides methods for increasing expression of cell 
surface molecules of CD5.sup.+ B cell lymphoma cells by contacting cells 
with immune response modifiers. The invention also provides methods for 
the treatment of CD5.sup.+ B cell lymphomas, including chronic 
lymphocytic leukemia and small lymphocytic lymphoma, by administering 
immune response modifier compounds to a subject in need of such 
treatment. Suitable immune response modifier compounds include agonists 
of TLR7 and/or TLR 8 . 
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L4 ANSWER 14 OF 27 USPATFULL on STN 

TI Immunostimulatory combinations and treatments 

AB The present invention provides immunostimulatory combinations and 

methods. Generally, the immunostimulatory combinations include a topical 
formulation of an IRM compound and a pharmaceutical composition. 
Generally, the methods include administering (a) a topical formulation 
of an IRM compound, and (b) a pharmaceutical composition to an 
administration site of a subject. 
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L4 ANSWER 15 OF 27 USPATFULL on STN 

TI Compositions and methods for induction of opioid receptors 

AB The present invention provides compositions and method for increasing 

expression of opioid receptors. Generally, the compositions include and 
opioid receptor inducing compound and, optionally, an opioid receptor 
ligand. Generally, the methods include contacting a cell with an amount 
of an opioid receptor inducing compound effective for inducing 



expression of the opioid receptor and, optionally, contacting the cell 
with an opioid receptor ligand. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L4 ANSWER 16 OF 27 USPATFULL on STN 

TI Delivery of immune response modifier compounds using metal -containing 

particulate support materials 
AB The present invention provides immune response modifiers (IRMs) on 

particulate support materials that includes one or more metals, 

including alloys or complexes thereof. 
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TI Selective activation of cellular activities mediated through a common 
toll -like receptor 

AB Methods of identifying compounds that selectively modulate cellular 

activities mediated by a common TLR are provided. Generally, the methods 
include providing an assay to detect modulation of a first cellular 
activity mediated by a TLR; providing an assay to detect modulation of a 
second cellular activity mediated by the TLR; performing each assay 
using a test compound; and identifying the test compound as a compound 
that selectively modulates at least one cellular activity of a plurality 
of activities mediated by a common TLR if the test compound modulates 
the first cellular activity to a different extent than it modulates the 
second TLR-mediated cellular activity. Compounds identified by such 
methods, pharmaceutical compositions including such compounds, and 
methods of treating a condition by administering such pharmaceutical 
compositions to a subject are also provided. 
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L4 ANSWER 18 OF 27 USPATFULL on STN 
TI Method of tattoo removal 

AB A method for removing tattoos is disclosed. Generally, the method 

includes administering an IRM compound to the tattooed region. In some 
cases, the method also includes treating a tattooed area with a cell 
disrupter such as a laser beam. 
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L4 ANSWER 19 OF 27 USPATFULL on STN 

TI Methods for diagnosing skin lesions 

AB ' Methods for diagnosing skin lesions are disclosed. Generally, the method 
include topically administering an IRM compound to a treatment area for 
a period of time and in an amount effective to cause a visible change in 
the appearance of a skin lesion including, in some cases, causing 
subclinical lesions to become visible. Suitable IRM compounds include 
agonists of one or more TLRs. 
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L4 ANSWER 2 0 OF 27 USPATFULL on STN 
TI Methods of improving skin quality 

AB Methods of improving skin quality are disclosed. Generally, the methods 
include topically administering an IRM compound to a treatment area of 
skin for a period of time and in an amount effective for improving the 
quality of the skin. Suitable IRM compound compounds include agonists of 
one or more TLRs. 
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L4 ANSWER 21 OF 27 USPATFULL on STN 

TI Prophylactic treatment of UV-induced epidermal neoplasia 

AB The present invention provides a method of protecting a subject against 
UV-induced epidermal neoplasia. Generally, the method includes 
administering to a subject an IRM compound in an amount effective to 
provide protection against UV-induced epidermal neoplasia. The present 
invention also provides compositions that include an IRM compound in an 
amount effective for providing protection against UV-induced epidermal 
neoplasia . 
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L4 ANSWER 22 OF 27 USPATFULL on STN 

TI • Selective modulation of TLR-mediated biological activity 

AB Methods of identifying a compound that selectively modulates at least 

one TLR-mediated cellular activity are disclosed. Generally, the methods 
include identifying a compound as a compound that selectively modulates 
at least one TLR-mediated cellular activity if the compound modulates 
one TLR-mediated cellular activity to a different extent than it 
modulates a second TLR-mediated cellular activity. Compounds so 



identified and pharmaceutical compositions including such compounds are 
also disclosed. Methods of selectively modulating immune cells and 
methods of treating certain conditions are also provided. Such methods 
include administering to cells or a subject a compound that selectively 
modulates a TLR-mediated cellular activity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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L4 ANSWER 23 OF 27 USPATFULL on STN 

TI Methods and compositions related to IRM compounds and toll -like receptor 
8 

AB Methods of eliciting a TLR8-mediated cellular response are disclosed. 

Such methods include administration of either a TLR8 agonist or a TLR8 
antagonist to an IRM- responsive cell so that the IRM compound affects at 
least one TLR8-mediate cellular signaling pathway. In some cases, the 
method may provide prophylactic or therapeutic treatment for a condition 
treatable by modulating a TLR8 -mediated cellular pathway. 
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L4 ANSWER 24 OF 27 USPATFULL on STN 
TI Immunostimulatory combinations 

AB The present invention provides immunostimulatory combinations. 

Generally, the immunostimulatory combinations include a TLR agonist and 
a TNF/R agonist. Certain immunostimulatory combinations also may include 
an antigen. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2004 : 184067 USPATFULL 
Immunostimulatory combinations 

Noelle, Randolph J., Plainfield, NH, UNITED STATES 

Ahonen, Cory L., Hanover, NH, UNITED STATES 

Kedl, Ross M., Roseville, MN, UNITED STATES 

3M Innovative Properties Company (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2004141950 Al 20040722 

US 2003-748010 Al 20031230 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



US 2002-437398P 20021230 (60) 
Utility 
APPLICATION 

3M INNOVATIVE PROPERTIES COMPANY, 
PAUL, MN, 55133-3427 
57 
1 

10 Drawing Page(s) 
1355 



PO BOX 33427, ST. 



L4 ANSWER 25 OF 27 USPATFULL on STN 

TI Methods and compositions related to IRM compounds and toll-like recptor 
pathways 

AB Methods for identifying a compound that activates a TLR-mediated 
cellular signaling pathway is disclosed. The method includes (a) 
exposing a TLR-positive cell culture to a test compound and measuring a 
TLR-mediated cellular response; (b) exposing a TLR-negative cell culture 
to a test compound and measuring a TLR-mediated cellular response; and 
(c) identifying the test compound as an IRM if the cellular response in 
the TLR-positive cell culture is greater than the cellular response of 
the TLR-negative cell culture. Methods of eliciting a TLR-mediated 
cellular response are also disclosed. Such methods include 
administration of an IRM compound to an IRM-responsive cell so that the 
IRM compounds affects at least one TLR-mediate cellular signaling 
pathway. 
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TI Method of reducing and treating UVB-induced immunosuppression 

AB Methods of preventing and/or treating UV- induced immunosuppression by 
administration of immune response modifier compounds are disclosed 
herein. Suitable immune response modifier compounds include agonists of 
one or more TLRs . 
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ANSWER 27 OF 27 DGENE COPYRIGHT 2006 The Thomson Corp on STN • 
Combination useful for the treatment of infectious diseases, cancer, 
asthma, allergy, warts comprises an immune response modifier and a 
therapeutic agent. 
AEB54546 DNA DGENE 

The invention relates to an immunomodulatory combination comprising an 



immune response modifier (IRM) component and a therapeutic agent selected 
from a cancer antigen or a cancer antibody, an antigen of an infectious 
agent or a medicament. The IRM component is an imidazonaphthyridine 
amine, tetrahydroimidazonaphthyridine amine, oxazoloquinoline amine, 
thiazoloquinoline amine, oxazolopyridine amine, thiazolopyridine amine, 
oxazolonaphthyridine amine or a thiazolonaphthyridine amine (preferably 
imidazonaphthyridine amine, tetrahydroimidazonaphthyridine amine, 
oxazolonaphthyridine amine or a thiazolonaphthyridine amine) . Also 
described is a combination comprising an IRM component and a therapeutic 
agent. The IRM component is a sulfonamide substituted 
imidazoquinoline amine, ether substituted 
imidazoquinoline amine, sulfonamide substituted 
tetrahydroimidazoquinoline amine, ether substituted 
tetrahydroimidazoquinoline amine, sulfonamide substituted 
imidazopyridine amine or an ether substituted 
imidazopyridine amine. The immunomodulatory combination 
of the invention is useful for the treatment of TH2 mediated diseases 
e.g. infectious diseases (caused by bacteria, virus, fungi and 
parasites) , cancer, allergic diseases, bovine spongiform encephalopathy 
(mad cow disease) , scrapie infection, Creutzfeldt- Jakob disease, 
neoplastic diseases (e.g. actinic keratosis, Kaposi's sarcoma etc), 
autoimmune diseases (e.g. atopic dermatitis or eczema, eosinophilia, 
asthma, systemic lupus erythematosus, essential thrombocythaemia^ 
multiple sclerosis, Ommen's syndrome, discoid lupus, alopecia areata, 
keloid formation, scarring, wound healing (e.g. chronic wounds)). The 
infectious diseases include small pox, anthrax infections, influenza, 
warts, hepatitis B and C, HIV, measles, mumps, SARS, candidiasis, 
aspergillosis, histoplasmosis, cryptococcal meningitis, malaria, 
Pneumocystis carnii pneumonia, leishmaniasis, cryptoporidiosis , 
toxoplasmosis and trypanosome. The allergic disorders include eczema, 
allergic rhinitis or coryza, hay fever, conjunctivitis, bronchial asthma, 
urticaria (hives), food allergy, atopic dermatitis, anaphylaxis, drug 
allergy, angioedema, allergic conjunctivitis, seasonal dermatitis, 
perennial dermatitis, rhinitis, allergic asthma, drug reactions and 
respiratory disorders. The immunomodulatory combination possesses potent 
immunomodulatory activity. The immunomodulatory combination provides long 
lasting effects, thus improving compliance and maintenance therapy, 
reducing emergency situations and improving quality of life. The 
immunomodulatory combination improves asthma control and normalizes lung 
function. This sequence represents a pan activating immunostimulatory 
nucleic acid that can be used in combination with the IRM compounds used 
in the invention. 
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L5 ANSWER 1 OF 35 USPATFULL on STN 

TI Compositions and methods for mucosal vaccination 

AB The present invention provides pharmaceutical combinations that include 
an IRM compound formulated for mucosal administration and an antigen 
formulated for mucosal administration. Additionally, the invention 
provides methods for immunizing a subject. Generally, the methods 
include administering an antigen to a mucosal surface of the subject in 
an amount effective, in combination with an IRM compound, to generate an 
immune response against the antigen; and administering an IRM compound 
to a mucosal surface of the subject in an amount effective, in 
combination with the antigen, to generate an immune response against the 
antigen. 
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L5 ANSWER 2 OF 35 USPATFULL on STN 

TI HIV immunostimulatory compositions 

AB The present invention provides an IRM-HIV composition that includes an 
IRM portion paired with an HIV antigenic portion. 
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L5 ANSWER 3 OF 35 USPATFULL on STN 

TI Method of eliciting an immune response against HIV 

AB The present invention provides methods of eliciting an immune response 
against HIV. Generally, the method includes administering to a subject 
an effective amount of an IRM-HIV composition that includes an IRM 
portion paired with an HIV antigenic portion. 
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L5 ANSWER 4 OF 35 USPATFULL on STN 

TI Screening method for identifying compounds that selectively induce 

interferon alpha 

AB Methods for screening for compounds that selectively induce IFN-a 

production and methods for ameliorating conditions in a patient • using a 
small molecule that selectively induces the production of IFN-a 
are disclosed. 
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L5 ANSWER 5 OF 35 USPATFULL on STN 
TI Treatment for lung cancer 

AB The present invention provides methods, pharmaceutical compositions, and 
pharmaceutical combinations useful for treating lung cancer. Generally, 
the compositions include a 5-LO inhibitor in an amount effective to 
inhibit 5 -lipoxygenase in an inhalable formulation. In some cases, the 
formulation may further include an IRM compound. Generally, the 
•pharmaceutical combinations include a 5-LO inhibitor and an I RM' compound 
in an inhalable formulation. Generally, the methods include 
administering to the subject an inhalable formulation that comprises a 
5 -lipoxygenase inhibitor having a cLogP of at least about 4.0 in an 
amount effective for treating lung cancer. 
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L5 ANSWER 6 OF 35 USPATFULL on STN 

TI Methods and compositions related to IRM compounds and toll -like receptor 
pathways 

AB Methods for identifying a compound that activates a TLR-mediated 
cellular signaling pathway is disclosed. The method includes (a) 
exposing a TLR-positive cell culture to a test compound and measuring a 
TLR-mediated cellular response; (b) exposing a TLR-negative cell culture 
to a test compound and measuring a TLR-mediated cellular response; and 
(c) identifying the test compound as an IRM if the cellular response in 
the TLR-positive cell culture is greater than the cellular response of 
the TLR-negative cell culture. Methods of eliciting a TLR-mediated 
cellular response are also disclosed. Such methods include 
administration of an IRM compound to an IRM- responsive cell so that the 
IRM compound affects at least one TLR-mediate cellular signaling 
pathway. 
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L5 ANSWER 7 OF 35 USPATFULL on STN 
TI Enhancement of immune responses 

AB The present invention provides methods for enhancing the immune 

responses induced by IRM compounds. Generally, the methods include 
administering a cytokine receptor agonist or a cytokine inducer prior to 
administering an IRM compound to a cell population. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

ACCESSION NUMBER: 2005:275172 USPATFULL 

TITLE: Enhancement of immune responses 

INVENTOR (S): Miller, Richard L. , Maplewood, MN, UNITED STATES 

Tomai, Mark A., Woodbury, MN, UNITED STATES 
PATENT ASSIGNEE (S) : 3M Innovative Properties Company (U.S. corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 



US 2005239735 Al 20051027 

US 2004-27037 Al 20041230 (11) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 2003-533143P 20031230 (60) 

Utility 

APPLICATION 

3M INNOVATIVE PROPERTIES COMPANY, PO BOX 33427, ST. 

PAUL, MN, 55133-3427, US 

22 

1 

864 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L5 ANSWER 8 OF 35 USPATFULL on STN 

TI Therapeutic combinations and methods including IRM compounds 

AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an ant i- inflammatory 
component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an anti-inflammatory 
component . 
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TI Therapeutic combinations and methods including IRM compounds 
AB The present invention provides therapeutic combinations that include an 
immune response modifier (IRM) component and an anti-inflammatory 



component. The inventions further provide methods of treating a 
condition by administering to one having the condition a therapeutic 
combination that includes an IRM component and an ant i- inflammatory 
component . 
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L5 ANSWER 10 OF 35 USPATFULL on STN 
TI Method of treating scarring 

AB Methods of treating scarring are disclosed. Generally, the methods 
include topically administering an IRM compound to the site of a 
surgical wound for a period of time and in an amount effective for 
preventing, reversing, or reducing the formation of a scar. Suitable IRM 
compound compounds include agonists of one or more TLRs. 
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